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[|f ^il i ] 

[»« 2 ] 

S^fi«J3&5-HT2BS.U r 5-HT7S##z:Mgt^J**^ a) »— Jft^-fc L T 5-HT2 b 

Kfi& & ntt 5-ht 7 b^w * a % <o -c & & , wr 1 k« 

[fjt*ijf 3 ] 

*5-ht 2 b 2sto r 5-in , 7 s#f£~ fiJS^J^ 5-HT2B r zf5-m 7 &®fc<DmJ5 ta^tt 

4jft^^tt**^45-HT2BX^5-HT7S#*r*JS^b^%*'g'^r-r* 6 cot? aba „ ft 
[ft*« 4 ] 

a) m-mm tvx 5-ht 2 b s## t & ^i&fim * ^r-t- s 5-ht 2 b s^«£*n;^ 

*i- & 5-HT7 $##3£#Lffc^/ * ^rauK^ b-t& MM frbtez jfifrt*'? * o t . 
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[0 0 0 1 ] 
[0 0 0 2 ] 

i t^l^^tLTV^o 5-HT (-bnf-y) #<^W^{5Si%K<9f£/lK J: *)W 

Wit^fflSi:*ot:v^(J. Neurol. (1991) 238, S45-S52) 0 m^it^%l±, 5-HTS 

L T & Hfntt^ v> i t $m h fix & o 

%> o 5-HTS## f± 5-HTi jfr <b 5-HT 7 ©7o©77 5'J-i: S *U # 5-HT 2 (4 5-HT 

2A, 5-HT2 b 25. ^5-HT 2 c<7)Httli 0-9-7^ 75&*fcl?> tLTV^ (Pharmacol. Rev. (1994) 46 

, 157-203)0 frm^<v$&m^<i^xi±^<D5-mm%<mfo^x^&^t^m-£fox^& 

(Headache (1994) 34, 408-417) » ZbK, 5-HT$£F#*£#MfcJB *1?t hWfoifiWWM<0 
; ?Rfrtw*JbT?**3|f**ai-&**L , rv»a(Prog. Drug. Res. (1998) 51, 219-244)o 
[ 0 0 0 3 ] 

ifi^5-HT$##-9--7**-'f y^^a^W^itfe^tLT §fc 0 $|x_i£, 5-HT2bSM^T 
> ^ a*^* h ii^;V^E y bmCPPif^IlJflLW^eSHi^JfllM-r^ i t (Cephalalgia (20 
03) 23, 117-123), jflL«sFrfr®5±^^ft-r*5-HT2BS:##«NOiSMI*5l§©iL, NOfi- 
5L#rS^<bOCGRP^"9-^ * >XP^<7)#^^7°^ Y <DW&&*&!fet - (J- Biol. Che 
m. (2000) 275, 9324-9331, Circ. Res. (1992) 70, 1313-1319), 5-HT2bS##K 

mnm^^mm'\±^^i-^^^i (Rs-127445) ^^mm^w^m^-t^ t<om& 

(##it»i) o 

f tz, 5-mT§:?&m±=XWMteft&L (Neurosci. Lett. (2001) 302, 9-12) , MsSn. 
W¥^t'^^T5-HT^ J:^jfiL ! S : i£5S^P#Lrv^(Eur. J. Pharmacol. (2002) 439, 
1-11), ^v^ilimiflL^Mfifim^jif^^M^-LTV^ (Regiona. 1 Anesth. (1996) 2 
1, 219-225) t (DWfeiPtb & o 

— 5-HTid, 5-HT2B*J:l^-m , 7S#»tt®Jftfclf^ : fc^"*i fca*fcl&*vrv>& (F 
EBS Lett. (1995) 370, 215-221) 0 
[0 0 0 4] 

l^^^SRKl-fen Y-y^^MXh^nWMf^^M^tz, 5-HT2A2StO f 5-HTac3£# 
fl^^llftltt itli^^^M icffiHtt*** * ^ Sr^igg L (##It:M 2 ) 

, 5-HTiA~5-HT 7 ^8aiK^^y^ ^wasfflttiiM-KJSO^K^fcOffiHttSrP^fe 

f±fl& *>MH* KM L T tfsffl * * &3f UMb^ T * * «^ itM^ H 
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[0 0 0 5] 
[0 0 0 6] 

[^#8^*Stl] D • W - >K->vW.X^ (D. W. Bonhaus) , \^7 7^^~ • 
T4 9 ■ TS K • y W x y K • 3^f^/3> (Clustar Headache and Related C 
onditions) J , §9t, , t?^X7*-K'A-^-'>f'f - • ^ 

(Oxford University Press) , 1 9 9 9^, p. 278-286 
I^NBfM^IIR 2] *P->aA-^ (Kar in Schmuck) , [3~-u^r> 
• v-Y — i-fr • y • — j- — n-y-^f j^^^. (Europian Journal of Neuroscience) J 
, (MM) , 1 9 9 6^, i8f, p. 959-967 
[WS&ff3M3\ **-A'fn> (Jose A. Terron) , ^ny-^t- • ^.xX 
^ > • 7r-Y3nyAJl/ • y-^-^X'f — (Procedure Western Pharmacological So 
ciety) J , , 1 9 9 8$, |4 It, p. 247-251 

[flritll *S#Ittt 6 4 4 0 9 8 8^ffl# 

[nw5&»»ft List**, mm] 

[0 0 0 7] 
[0 0 0 8] 

&it, iii^tw^tL<owa^j§^b^*iwi^F^fflL^^^, ^•civ^ct^t 

frbir&Kmm^mmzmir&o 

MfcfpLOi, (1) ^lKS<J^5-HT 2 B7i:W ? 5-HT7^#rm^^iJ^\ a) g-fifc^fc L 

JtMTOIi. S.^ (2) a^»&5-HT2BR^5-Hr7 5&2SP#— *fS*t#J3&*> 5-H 
T 2 b 35. W# itiRlft 4 tt-frft* Utt «r * 5-HT 2 b R Xf 5-HT 7 - m J£ 

tfc, a) »-*#Jfc LT5-HT2B$##^®K«J^^ilfntt^^-f *5-HT 2 B$##3t 

[«ioa*i 

[0 0 0 9] 

»WOJtM«l§t^ 5-HT2BXO f 5-fflVS##©«ffi*rai*Klfi#'*"* i t J: & 
fttL^HJi^Bfr^SrSI^-t-SiOT?*!?. lit, gE^^#^^tLS5-HT2B35.tF5- 

HT7^##^^SW#Jt^^f3S^SIIJ^^&M$tLSi t^^>. S&*<Z>«*L*^ 
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[0 0 10] 

* v> T , T5-HT2 b R t/5-HT 7 S##z:m^^JJ 1 1± , ^-tnfavt 
fcffcffl L T 5-HT2 b X V5-HT7 £ ^ L fcflUB * Bf MP $ * & m^J * Wfc L 

1" * 1 5-HT7 »^*fcffcB £ W-t * it^m ©M*l: *8&J&£- fc f Z * 

<h o 

\'5-mB&&ffi£8tft&mi , r5-HT 7 s##JS©t<b#w J xir r5-HT 2 B r v 5-ht 7 

ttS-^E-TKitt^l^lUBLT, J: <9 £F 4 L < (±0. 5//MJBJLT, MW£L<fi, O.l^MJ^T, # 
[0011] 

S:##J K^^a^fcjfctfcLTlO^ 1 KT^-S^^^L, J: L < l±i<offl*« 
50^^ 1 JSTF, L < (±100^0 1 <£ «5 L < {±50033^ 1 JilT, #K 

4 L < {±1000^c7) 1 MTt^^o 

4to (J^T, 5-m2BMlR&)fg&Llk&W}bmmir&) J «i, MiRXfD2^WK 

WL-CJi^fl<j4<II-&*-C*l3, ffJKliai, Mi, Da, 5-HTia. 5-HTib, 5-HT 3 , 5-HT 
4 , 5-HTe R ^5-HT 7 S## ^, =t<9$?£L<(;i«i, Mi , D 2 , 5-HTi a , 5-HTi b , 5-HT 2 a , 
5-HT 2c , 5-HT 3 , 5-HT 4 , 5-HTe R 5-HT 7 izMLXMlRmft X~$>& 0 

T5-ht 7 k mm m * is^-iafo ^m-rz 5-ht 7 ^##jg^'fb^% (ar, 5-ht 7 31 

*TT**!K Sf4L<tt«i, Mk D 2 s 5-HTia, 5-HTiBv 5-HT 2 b, 5-HT 3 , 5-HT4 X t/S-HTe 

i 19^4 L< (iai, Mi, D 2 , 5-HTia, 5-HTib, 5-HT 2A , 5-HT 2 b, 5-HT 2c , 5 
-HTs , 5-HT4 R 5-HTe WLt M & T -6 0 

T5-HT 2 b ^ CF5-HT7 S^Wffi* K fttt-frSTOtt tr^lrZ 5-HT 2 b S. tf5-HT 7 

fc<D~*3ffiAl(&m (J^T, 5-HT2B2g.^5-HT 7 31^Stjrs^<b^<tm&f5t-^) J t L 

Tti, «u Mi^u f D2S##^^LT3i^s^^<b^!i/-e* 0, jfiuiiji, Mi, d 2 

, 5-HTia, 5-HTib, 5-HTs, 5-ET4 RZf 5-m 6 ^:m^ i^^Ktiai, Mi, D 2 , 5-HT 
ia, 5-HTib, 5-HT2A, 5-HT 2c , 5-HT3, 5-HTi Rrf5-ET6 KM LrmiKm^it^X 

t/D 2 04L<li«u Mi, D 2 , 5-HTia, 5-HTib, 5-HTs, 5-HT 4 R 5-HTe S# 
fr, i *)ifcF4 L < ii «i, Mi, D2, 5-HTia, 5-HTib, 5-HT 2 a, 5-HT 2c , 5-HT 3 , 5-HT 4 ^: 
^5-HTe KM L T , 5-HT2 b R ^5-HT? ^^1" S (Ki-fit^ L < »± ICs 0 
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m) ^\ 10^0 1 £IT> i W£L<li50#oi&T\ L<f±lOO#OlJBlT\ 
=fc L < {±500^0 1 JETF, mz&* L < {±1000^(75 1 JBIT-C**, 5-HT 2B ^ 

&ys*m%b&fr t-tz 5-ht 2 b 5. U5-HT7 SSWfcz sttjftSfl -e * a o 

[0 0 12] 

ifclk&'^X&Z,, RS-127445 (British Journal of Pharmacology (1999) 127, 1075-1082) 

^ LY-266097 (J. Serotonin Res. (1996) 3, 131) , SB-200646 (J. Med. Chem. (1993) 3 

6, 1104) , SB-204741 (J. Med. Chem. (1995) 38, 855) „ SB-206553 (J. Med. Chem ( 

1996) 39, 2773) , SB-221284 (9th RSC-SCI Medicinal Chemistry Symposium (1997) PI 

(Poster), 7 Sep) *$&mf btl&1fi^ 5-HT 2 B££tfl:jKRfl&-C* SffrfrW^J&jnif t <DU 
<9 X\± &V* 0 

Stz, r5-HT 7 MjRttJi&ftib&m J tLTIi, ffflx-HT, DR-4004 (J. Med. Chem. (1999) 
42, 533) , SB-269970 (J. Med. Chem. (2000) 43, 342-345) ^mfhfl, ITOK5-H 
T7 f^fl^J T? & £ f T? & tL (£ £ O PI T f i * V > 0 

[0013] 

ra-^L<»i*ft*K#»«jgL<lia#IWPH^ 811* fcS^a «ps 

*v V t LTii, 5-HT2B^fi^A^%^^t-a^-»Ji5-HT7TOe^J§fjL^ 
[0014] 

^xm^m^hfix^^mmmmw, mmMm^m^xm^m^tix^^mzx^ 

[0 0 15] 
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mm 2 0 0 4 - 0 4 4 0 8 9 ^ v • g/ 

toz^izmmm, imai, mmu wij^ltv^u^ 

iSSiiJS??^* 6 ^^ »^ ^ «Sw ***** 

[0016] 

00 1^£>5 Omg/kg, ffiKiiO. 0 1-3 Omg/kg ftfff j / 1+ n 
OOU^lOmg/kg^fiLdiO. 0 0 1-1. Omg/k^Wii,Mr. 

[0 0 17] 

at u 




, < ".J;*f'<" 9H - :7;P * 1 ' > - 2 -* ;1 '*^K3.35 gOWfWWT^ K (DMF) 60 m 
Ojj.85 (2H, „), 8.28 (1H, dd, J . 7.8 , 1.4 Hz), 8.31 (1H, s).; FAB-MASS : 266 ( 

SSK6380 D,g*6fe@#t LT#t, H-NMR (400MHz, DMSO-de):* 5.59 (1H, s), 6. 

tBSE#2 005-3026201 
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07 (1H, bra). 7.40-7.49 (2H, m), 7.66 (1H, dd, J = 8. 3 , 1.5 Hz), 7.93-2.95 (1H 
m 8.01 (1H d, J = 8.8 Hz), 8.23-8.28 (2H, m), 8.55 (2H, brs), 8.70 (2H, brs) 
. 11.87 (1H, s).; FAB-MASS : 268 (M+H) + 

2-Amino-4-(4-fluoronaphth-l-yl)-6-isopropylpyrimidine (mTRS-127445 1 W&fei-^ 
, * mm&mm97/44326^mm<Dljmz X ^ tfz (R)- 3 -(2-(2-(4-Methylpiperidin 
-l-yl)ethyl)pyrrolidine-l-sulfonyl)phenol (&TSB-269970 1 BfrfBI-S ) ZmfrSr't*-'" 

[0018] 

1 1 5-HT2 b &nm. 

(i) mn^m^ 

^* L ^ ^ 5-HT 2B S##HiJHEK293-EBNA|ffl^^PBS(-) T^?£L*:o PBS(-)#;feT* 
^wC- e««tf*U it^S (1,000 rpm, 10 min, 4 <C) «fc SBJ& 0 JR L 
fco 5 mM Tris-HCl (pH 7. 4)M««TPolytron (PTA 10-TS) T^^yt^XL 

*2 (40, B ? 00 X g ' 10 min ' 4<C) b7 ^° 50 Tri s-HCl (pH 7.4)«««#fcT* W?- 
f fc'W&S (40,000 xg, 10 min, 4°C) =HtV>, 50 mM Tris-HCl (p 

(ii) StM^t 

B J»^a Tri -:? C J' 1 i mM C f, l \ ( P H7 - 4 )^«> t h5-HT2B5&«#3S3HffiK293-EBNA *H 
M^fenn, 7 v* V # > K [ d H]Mesulergine (3. 1 TBq/ramol ;) «&*500,a 1 ^25°C^1 

Wfc n ii, l^M ritanserin^^ETTOjft^ifc U ^jp&^S^e,, 

LJI^^^o^^^^it Lf , o 50 ^ Tris _ HC1 (pH 7 4) 4 mL ^ t)[]£T q 

F/B ^^70^-T?»EajlU ^^-frWCi^R-C** ( 4 mL x 3) Ltz 0 

JU?~ £5 mKDMfai/ > ^ U - ? (Aquasol-2) CSU I/-y 3 

AS (ver. 6. 11) «rfflv^T*«L^ia^*ftc i lj £^fc;#*;&8tffote*&?-Ki«|i 
.Cheng & Prussoff <D^; Ki=IC 5 o/( 1 + [L]/[Kd]) ([L] : V ff> mm, [Kd] • Mj* 

[0 0 1 9] 

2 5-ht 7 ^m-m^mm. 

(i) JHI n B pflSi 

l ?t k > 5-HT7 &&ft$kmmnm. £pbs (-) -e^fet#- l tz 0 pbs (-) #£t* * i— 

;C«£flJ^U 1^*1 (1,000 rpm, 10 min, 4 °C) K «fc 0IR L£ 0 5 mM Tr 

is-HCI (pH 7.4)M««TPolytron (PTA 10-TS) t'^ty't/f XL, M^:® (40 00 
Oxg, 10 min, 4*C) Ltz Q 50 mM Tris-HCl (pH 7.4)|»tT^yt^ *f-xk 

'itt ° (40 ' 000 x 8> 10 min, 4°C) &fifv>, 50 mM Tris-HCl (pH 7.4)*K 

S!i L> -80TC"Cil£# Lfz 0 

(ii) 

_50mM Tris-HCl 4 mM CaCh (pH7.4)i«, fc h 5-HT 7 Sm*f&iICH0 «M«n n p, 
7y ^ K [ H] 5-HT (3. 40 TBq/mmo 1 ) * Hr tr Itft500 ^ 1 * 25 X> X 1 B# > * a ^ - 
*>a>Lfco ffrfrfclilOOX DMS0fc##U #»flSH#3RLfeo *#^«j#S^f±, 10 » M m 

*H9rfp#Kt LTCo 50 mM Tris-HCl jftffift ( P H 7.4) 4 mL^Dx.^ GF/B ^7^7 ^ ;v 

£--«J±MU ^^^^-^|WJC^«-e^ (4mLx3) Lfc G 

£5 mLco v > 9- V - * (Aquaso 1-2) |C« U Stff v ^ V - v a > ^ > ^ - x^tk 

MteM-zmfcLtzo &&fctti&*mm.m'tz4t&mmm. ic 50 mt, sas (ver 6 id* 

f f ^l W ^fr m f^2f?^ S##fc»f**»ttfr*-mill±, Cheng'&Prusso 
ffos*; Ki = IC 5 o/(l+[L]/[Kd]) ([L] : U^^K*^ [Kd] : *ffiv^T# 

miE#2 00 5 -3026201 
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[0 0 2 0] 

s 3 to o k -r & mm tt 

° 5 " irriA ^ 5_HTlB ^ 5 ~ HT2A ^ 5 ~ HT2C ^ 5 - HT3 ^ 5 ~ HT ^ 5-HTe, Mi 
Xtfl«*#^«>**Itt*, &*D©3MS (Journal of Neurochemistry (1986) 47 529-5 

^fS la L^r: l0gy (1982) 21 ' 301 - 314: European Journal of Pharmacology 
97 i , l' , 7 f ; J ° Urnal ° f Pharmacology Experimental Therapy (1992) 263 ,11 
, Lnl^ if J^mal of Pharmacology (1993) 109, 618-624; Molecular Pharmac 
ology (1993) 43, 320-327; Molecular Pharmacology (1989) 35, 324-330; Cellular Mo 

\lT ?77 ?S? b L°L 0 fV ( i 9 l 8) , !' 181 " 191 EUr ° Pean J ° Urnal 0f Pharmacology (1988) 
173 177-182) tm^TMLtZo *<D®^ MMm 1 ^Cs o M 5-HTi a , 5-HT 

ib ; 5-HT2A, 5-HT 2c , 5-HT 3 , 5-HT 4 , 5-HT 6 , «i, Mi&tf Da 0#S#fcfcov>T£:T 1 

* h ^q^SS 1 ! 2 ! tfBffi Lf - RS - 127445 ^^SB-269970O#^f^^i| f ntt{i^n-c:- 
fl^ h i^fA Tf ^ ^^itish Journal of Pharmacology (1999) 127, 107 
l ur "^^^^^S-^BSftfr^OpKittQ.B-C*^ 5-HT 1A , 5-HT 1B , 5-HT 2A , 

> fl^t^ Ml ^^ D2 ^^^^LT1000^m±5-HT 2 B^ 
*A*?ttT?**ifc*.##S|LTV>* 0 4fc, SB-269970«LTii, Med Che 

. • (2000) 43, 342-345 1 X ^ a»^©5-HT,B«»»^OpKi (28 9^4^ Tim f 

[ 0 0 2 1 ] 

^d&M 1 * y f >tSl-)ii -=& t";V K & tt & ^ 

s ^»*O^Rf»*SrfHffiL^4 0-e*^, Rachel A. Spokes, Vicki C. Middlefell E 
uropean Journal of Pharmacology (1995) 281, 75-79K«0^££-«g? LT» L 

/ V 



o 



SSi:^.^**^**^*^-^^^**^, 3bfeSS (FITC-BSA) 50mg/kg^ 
ajt^CTSRflESr-frV*, m?&£tffci/^L7to RS-127445, SB-2699702SI t^Rit-W 1 (DW^m 

a, ***tLttm&&*3osmKm&n&jfL* 0 ******* m*k7m\Z 

V * > * a - ^ rfpHll A«»T^37 < C T'16H# ffi ^ > * a ^ - 3, 3 y L f, » , 

o 

[0 0 2 2] 

^fltf-fi ? % 5 - HT2B ^^^^%i;^^ R S-i27445(i3mg/kgl:7lttlS6S ( 7) 
m^nm Ltz & <d<d, 3mg/kg^^l0mg/kgiC^#gi£-ii^pLT \> fiU£4fc£ "PTV 3* 

i^H2K^t^ fc, 5^aKfl&»^fc#*^*SSB-2699704l0BigAg^t,ffeffl 



o 
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^iS^SS^SS^V ******* ww*«U^2SK?a?"^ 

[0 0 2 3 J 

if wLf^fji?^^ ^**Hr:r*fc*V>T, SB-269970«^l*Oge»aj 
JSftLSSSi - til r J-****^*^ RS-127445^SB-269970IW 

iSmlf^Sw^^ ^M^W^T, «jft«10-ffc#»a W o» 
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1] 



12] 



250 




** 



** 

T 



yets 

ni 1 -i..i'!l'\ji^i 

; ^^| 

ffi fi 



i 



1 mg/kg 3 mg/kg 10 mg/kg i.p. 

RS-127445 

5-HT i.v. 



[H3] 



250 



M 200 

s 

* 150 



£ 

ft{ 100 



50 





an 
P 




3mg/kg 10mg/kg 30mg/kg i.p, 

SB-269970 



5-HT i.v. 




M 50 



RS-127445 RS-127445 3 mg/kg 
3 mg/kg i.p- +SB-269970 10 mg/kg i.p. 



5-HT i.v. 
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2/E 



[13 4] 



200 




3>KD-;i/ 5-HT ®&m 1 

3 mg/kg i.p. 
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12 0 0 4-0 4 4 0 8 9 



^->> : i/E 
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